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v & mmit u h * */ & ^^©i/2oooar t vfemmit v**yy& 
jiy ho 

3r 2/ 4 CD 7 S?:*/*:' K= 

b -e CD h S/ ^fStt £ 1/2000J^T £. L feff^ 5 O T 5? a. A > f> . 

39. 

gHi±£g, /\'j3A^^f- - Ifn'Jl, ffijfo&^JBi® (EHECh 
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[0 0 0 1] 
[0 0 0 2] 

[0 0 0 3] 
[0 0 0 4] 
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iff 5£ 1 0 — 30021 



[0 0 0 5] 

g^g^GDTtc, it^©l!^#M<fcfc&«tfi3tiT?&<&. UfrU. -15 Kite 3 
[0 0 0 6] 

e>*iT^5 0 Atttfjicte, fe4:iLtf*©J:^*;IBIHj*30<*l«S 

[0 0 0 7] 
1.3 1/9 Ilh^r^> 
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3.BCG. A5 5M^F«, 
Ho 

[0 0 0 8] 

*B*f$lCl^(J. Holmgren et al., Vaccine 11, 1179-1184, 1993)„ 

A> LT-&tiy??-y<Dffiftm2ZltmrtX&£. (#H!¥2 - 243633-i§-) „ 
[0 0 0 9] 

#lfe>tlSo -T&fot). >f ^^^Ji^ify^^^fK. Komase et al., Vaccine 1 
6, 248-254, 1998; A. S. Tamura et al, Eur. J. Immunol. 21, 1337-1344, 19 
91). ^fyKT.i/yzfl'V V Jl*(C. M. Richards et al., Vaccine 15, 1 

065-1069, 1997), HIV-I17 ^ M. Belyakov et al. Proc. Natl. Acad. S 

ci. USA 95, 1709-1714, 1998), - • tfD V V $ (R. Weltzin 

et al., Vaccine 15, 370-378, 1997). h 3f y ^7X79 9 ^ > (I . Bourgiun 
et al., FEMS Immunol. Med. Microbiol 12, 121-126, 1995). MhA>Wf-y( 
C. D. Partidos et al., Imunology 89, 483-487, 1996). tf? V *V 

[0 0 10] 

ML&mzft?mMlC-D\,\T : bikMLmz$£mVT^Z> (S. Tamura et al., Va 
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ccine 15,1784-1790,1997) „ ^tlT* < (DW-f^WUZ. 

jitft" £>$i;&£^93l/T^£ (M.M. Levine et al. Microb. Rev. 47,510-550, 198 
3) . 

[0011] 
[0 0 12] 

(1) itmto* mmwrnmizzzmmit 

j^ji/iooo© h^i/ > Affile Lfcn i/^ h3^>>&. 7J?a;t> h*Stt£^t* 

##I!b*lT V><£> (X. Liang et al., J. Immunol. 143,484-490,1989 ) „ Ljfrb 
^^01/1000© b^^>^T'li^14©*^^l»+^hfPffi^tlSo 
[0 0 13] 

(2) &mm<D&m?z&mKfa&^mm&n<Dmm 

SH-ft*h^2/>*fi:#fciR/S1-*^Sl£ttSe5l (CRM) tfjlv^Stifc. r 

(D^mv^i/yi*. ftmm&tf&v. ^B^^u^^ymm<Dmm:^xhti^> 

(Y. Sato et al., Devop. Biolo. Stamdard.73, 93-107, 1991) „ -?-*lh|^B# 
IC<£ h^2/>fi5tt©T^3.A> hilfc£«Jtg'i4#&.57^ h3^>>?§e©3iS£ 

rv=Lrty h?S4£icc^Tte$g^£*iT^&i> 0 

[0014] 

^7f'J T h=^>>tf>xM£fS1£SefCCRM-197 (DT-G52E) ( T.Uchida et a 
1., J. Biol. Chem. 248, 3838-3844, 1973; G.Giannini et al., Nucleic Acids Res.l 
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2,4063-4069,1984). |SlBiSx>-rn h 3f $/>A©£g&J£teafiSt CRM-66(H462 
Y) ( S.J.Cryz et al . ,Rev. Inf ec.Dis.5 Suppl.5,S992-S997,1983. S.P.Kessler 
et al . , J. Biol.Chem.267, 19107-19111 ,1992) & ADP-U ^i/ ^it^Mi^- 

So b^t)CRM-197 (DT-G52E) It. ^miUBhit^^^^tc^. T*/=lA> 

Z> t^^^tlTV^S (G.S.Bixler et al ., Adv. Exp. Med. Biol. 303, 185-190,1 
991. D.M.Granoff et al., Vaccine 11 Suppl.l,S46-S51,1993) „ 
[0 0 15] 

(3) mte*Wimz£2>'mmib&mh3ri/><Dftm 

^^e>7#B^fc«192#B<Z)T;P^r->^S(Arg/R)$:y ^>^a(Lys/K)lC (LT 
-R7K, M.T. De Magistris et al., Dev. Biol. Stand. 92, 123-126, 1998) , 
3d5W£?*U i/>?^S(Gly/G)tC (LT-R192G, B. L. Dickinson et al.,Infectio 
n Immun. 63, 1617-1623,1995) h f=.m&&%-falZ* HfllftlC h 3f */ ^tttf 

[0 0 16] 

^ ;i/ © til # ffi £ # A £ t=. #) t C & h dr 2/ > £ »J # 4 t C M V ^ & *l « £ & V ^ £ 
(K. Komase et al., Vaccine 16,248-254,1998; C.C.R. Grant et al 
., Infect. I maiun. 62, 4270-4278, 1994) 0 ^gfc0?g'|£lC J: o T h ^ >$&f4#t> 
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tm^^nr^mitrp=iAy hit. y*?a.A2/hf£&* 

[0 0 17] 

m&tfmnmzm^nmfc b**/y zmmr b t i,Tm&-tz>z. tx$> 

# IC J: ^ T # * Z. £ # X% Z> T V a. A > h frj ffl b fe. 17 * ^ > <D SI « £ S t. 
[0 0 18] 

HI. ft^&SK h*2/>«i£&^H»»C#fc*fc^«#'ffc 

. ^fc;fofc±SB©aHK3i/*-r TIB J; y 

ft b . ^# h ^ S/ > ?Stt & 1/2000OT £. b £M#ft: h^rS/>&*tfr^ 

artyb. 

[3] N3fS/>T?&* [1] ©7S?aA>h. 
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[5] h*5/>#, nl/^h3^>>, MHi*£h3f5/>* *IJKte:*J»S£a*tt N 

&s [4) <D7 &*-rty K 

[6] h^f $/>#3c#S=l 1/5 b*ryyT*2b*). V'J >#L3lC <fc o T8^#ft b 
■€■0 b^ri/>?S'l4$:l/2000J^Ti: bfc [5] CDTS^^K 
[7] h^r^>?Sft*n/10000J^T"efeS C6] (DTP arty h„ 

# [8] [l] - [7] ©v^*ifr©TS>a.A> s ta^tiv V *yWM* 

[9] ^^^jS^^fe^^OD-rfe^ [8] ©T7^>§g£Uo 
[10] gPtl©^&0%©t*fe5 [8] ©t7^>SgSL 

ffi, i?7f'J7f, aijd;^^ - • ^n'JI, ffijfiitt*»l3(EHEC), 
8] - [io] (D^im-frcDutJ-ymfflo 

A [0 0 19] 

>$£tt&HJ*A9K:l#fcfcV^W: % ^h^r^>5:lit LT1/2000J^T© h =^> 

t/y. SHfgh^i'X ^7f'J7h^i/X &&V^M^M ^>£^o 
fe, ^WftHHiS '^^©tSttfciu fc£;U*ADP-U 3tfWMfclli^££*i^£ 

OOT'&titf, ^■4xlih^i/>^'ffi7b !C l/2000T*$>-5 3^$:Si*-rS o 2cfT&fl5:£iiK 

iz^mn^th^pyiz^^^xhdPv^iy)Utmmm^^^n^tLx 
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iff 5p. 10 — 30021 



^m£j£tf5£«>t^ Xf%h**sy<D%i'&%:mm£VT. -t <D 1/2000 i: ^ ^itie 
?S'tt$:#ofell5ffi h^^^T&oTfe. 1/2000*: V^«l^;i/&^fl:lC<fcoT 

[0 0 2 0] 

Tl/2000J^TT'*>-5r £: LV^ #<CDh^rJ/>tt#I 

$8i»JCJ:S«*ffc h3r*/>«U jlSttl/2000J^T. M£ bv^micfe^Ttei/io 
OOOJ^T© h^r 4 »MI:^t)C!)i:t5. 
[0 0 2 1] 

#*T#$£tCJ:oT h^S/>?Stt^«i< ^*>5c«?©h*2/>S&tt©l/2000je*Ti: 
[0 0 2 2] 



ffi|iE#¥l 1-30 81615 
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gfc^*if><Z>7^ y^SJS**Mcov>Ttt, 1, ;gL<tt«»©7 3 
[0 0 2 3] 

S7 5 >>S3SS« : l J ©OH2S, C00HS, NH 2 3S*2f3^aS<BB^'Bi:#Ae) 

£\ ohjs;S:#o7S ygre&s-fey >»3k ■fiTfnj/>8 
y^K^ic 3m<DT$ yfift3sas3R©^tf-e*n-rti*&i8X, 22*. 20%££«>s 

fr&ii2#g©**;i/# ^ ym&^zv *?y&&K.m$iLt=.m&iAZ.&£kft"eit* 

b*i/yt&&tfi1ftl/2,86(HZ{&-r't&£.k.*)lZ. ft 
Wl&Lfc (K. Komase et al., Vaccine 16,248-254,1998) . 



mSE#^ 11-308 
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[0 0 2 4] 

. OTIC JI*i£>©7^ 7^S«tf>gg|tCj:£ h*isyf£&<D^tlzm-t2>m& 
h^>$S'f££negative£^feL£$ggftt. tfflbfeimttt 

^&V^©-e&£. ^CliM^^ h 3f > > IC T S?^ A> £ 

mi SB* U Z.<D{&<D7$Jm&&<Dfc&WmWlZf7t>tlX^&. 

sft/i/^y >#i3iic;J5^Tki:> y £ nh 2 sic3}-v;i/v >j >^7 ^ y ^ l, 

z: £ T% i/2000j^r £ <^ e> iSfi Sr^SJcJS jEftt <£> d t &X % 2> „ 

[0 0 2 5] 



1 1 



mil^ 11-308 
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*mmMf&h*Ssy 112&Glu-»Lys (1) Y: 1/2860 

63(&Ser-»Lys (2) A: negative + 

3l/7h^^> 63&Ser-»Lys (2) A: negative ± 

61&Ser->Phe (3) C: 1/1000000 + + 

112&Glu-»Lys (4) C: 1/1000000 + + 

WH-&tb^J/> 129&Glu->Glyffi (5) Y:l/1000000 - 

i?7fU7Si 162&Glu-»Lysffi (6) A: negative - 

hz-isyft&otnm a: *D?-vtf*/Mtmmm& 

C: CHO^spindle^^ 

y: Y-imm^mum. 

nftt) -X* 

(1) Komae et al., Vaccine 16,248-254,1998 

(2) G. Douce et al., Inf ec. Immun. 65, 2821-2828, 1997 

(3) S. Yamamoto Proc. Nat 1 . Acad. Sci . USA ,94 ,5267-5272 , 1997 

(4) S. Yamamoto J. Exp. Med. 185, 1203-1210, 1997 

(5) M.Roberts et al. , Inf ec. Immun. 63, 2100-2108, 1995 

(6) T. Uchida et al. , J. Biol. Chem, 248,3838-3844, 1973 

[0 O 2 6] 

i/2oooaT. wii/iooooj^Th ^?~mmzmmitLf=L h^tsytf'm^ft 

h*r*/><D£.mte h*ri/>4£FStt* W7=L- y V &mt> £ £ tlX H -5. 

■rso ±mm%Wkh*isy<Dm&Wkz-mgkmz&^T. Avp-v#*/Mtmmm& 
trv=LAy bmmt<DiBmM&zMVf bt^m^m^^nx^^. ^comrn. 
w&mtK<<^z®miz.mrfvxj3v. mm^m^mx^>^>. 

$tlfc(N.T.Lycke et al ., Eur. J. Immunol .22 ,2277-2281 , 1992) 0 ffi©fg^"e% 
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<gT"r-5 3fc*^^$4xfe(M^.tf, J.D.Clements et al, Vaccine 6,269-277,19 
88, ; jtmMM$&V*ci<'>o ;W. J. Black et al., Science 240(4852), 

656-659,1988, ; W Hiir^ffi r« a 

[0 0 2 7] 

1£#^#:©1/2000£*T, M;U£l/10000T*&oT=feK &&Jf&?Stttt^#£ 
[0 0 2 8] 

nmit V * > > IC 33 V n T , h 3r 2/ > iSft t &?gft ##*t £ *l £ «4* 

-ribosyl transferase^) fg^tCte, £ <DHt V =T FtfmOtr 

[0 0 2 9] 

^LT, ^^/t-TIBJaa&JStt-ffc'rs, ^;W\°-TiiM©lM£2M(a^£{£ii-?- 

(2) s^^)-9->r h*-r 09*. ^>^-^3cn>^>v. >r 
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, (2) (Delete, 1-77 KWT^tC^StiT^Sr^i-SBTffitt^A&ti 
[0 0 3 0] 

[0 0 3 1 3 
[0 0 3 2] 

[0 0 3 3] 
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[0 0 3 4] 

m.%}Y*isy : y 

[0 0 3 5] 

y hTflMSStiSft^ *J8iS07ya/^ Mcttr^aA> hfStttc&gfc"* 

-♦;MlfiT*7^>hJSttS^t (4tH¥2-243633#) c IfctfoT, 
[0 0 3 6] 

XK#38W©7S?3./t>h h^f^>tlt, ^Sfth^f £/>©7^ 
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iff 5j2 10 — 300219 



[0 0 3 7] 

^H#; h ^ 2/ > ^ft^ilig © - tfSMfc L T V > 5 © T% h 3f 2/ > ^ 
©*3S3£ffcK:#VV Sit, h3r2/>©43H£©--g|S&$ce>., LjiOl/— 

^#<Dl/2000&T-e&*U£. &&*t3B?Sffi«:5Sg8fc, -£©£ .*»#-ffc b^r t/y 
t UT*ftm<DTi?a.Ay McfUJSTS*. *^*e«ev^^, ^M^h^ 

2/>S:±iH<O^T"fl:^65^fct»S^3SfC<k *K $ e> Kl J: 

*Ste*MJHSbK<^fc©#3*LV^ h * 2/>?Ste©1fc$Si: tt, #*J&ffiJgK:J: 
[0 0 3 8] 

ax^h# h * s/ > ic is » * flujg m t ©sua- i*. -r ^ £ r § j mnm t l 

y#icPS^^ti*:v>c iiH 2/ *y S FSP£*©7 
&tt»©3frffc##ia*3*i*. 

[0 0 3 9] 

*«JcttS-r*i4:*«T?§*© , C #58i8©HWlc^XR#&«S£fc;&*"C£ 
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[0 04 0] 

ttJSH&Aa&KUcSftU ^(Bayaam&SSA'tS CI h 
[004 1] 

hit Ifc#T- ^5. 35 JC it^mtmm^ ic £ »; §8i "T * d i: *> T* g S . 
[004 2] 

#3isg§&c;sv^im@ f*s/>bu h^$/>£aM£Ma©##4&&«» 

£l/T^#©#ffi«:«H*£;foiirT, tttfk tt» U iltSIfc^tl. 

g (Vibrio chorela) &36T;T?18B#Hi&'§t"*<& 0 ^^lf fctt^%± 

[0 0 4 3] 

Bordetella pertussis) I*BS 5: Bordet-Gengou J&ifi*e|gJ8§IU 3*1 £ 

Cohen-Wheeler igifilC^lg 48B#f?3i&*U <DJg#_t*i £ ffi$§]K$4£: bt 
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(PH 7.0) T'&iWL. -OV>T'0.5 M NaCl#fln 0.1 Ml) (pH 7.0) 

& * <d urn e> v * t/ y ?stt a <d m tc £ »j m ^ -r . 

[0 044] 

Miff, ksmwu umM<DY*isym&^fr%nm-?z>o 

[0 0 4 5] 

^Mj&f&MJj&t. N-methyl-N' nitro-N-nitrosoguanidine, nitrosourea 

, nitrogen mastard& if (ZtffcSMBffilC <fc Z> WM, J: »MRJia#, 3^;i/h60 

[0 0 4 6] 

6 0 J&##St©£fch (Escherichia coli 1032$O A^,«iffE0 

fcf (S. Tamura et al., Vaccine 12,1083-1089,1994) IC <k *J l^ijffl h 3f 

M>mh3ri/y*.mmh*i/y<Dmj3<Z> 
Ifi?&3-Kt6^7^^K (65kb P ) Sr^tt-T*. Krt*e>iKIIRSSR 
fliSfciftC«fc»;a»h3f2'>*fi : T- (6.7kb P ) fcfljyfflU PBR322& £tf> 

^-tC^*gi"S 0 Ho£(D#& (S.N. Ho et al.,Gene 77,51-59,1989) 



ffiaiE4$¥ 11-308 



# ¥ 10 — 3002 f 



m 



Mffi&ft&'tZ>° o^lCClements (J.D. Clements et al ., Infect. Immm 

un. 24, 760-769, 1979) &C^oTi&#U £>fiB*MtaL ^r>=E-^A 

[0 0 4 7] 

b*is>ftmz^^T3Zf%<D*(D£m^<D7kmizmfti£. ^^<d%<d 

[0 0 4 8] 
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5r-3oic Gi3m5T;) , ftj^v >mmzo.5%-oM mm$o.3%) . fit 

#131 B!&£ 20-70 B tf>i$VmmZ7-UBUm) ^WJ^^tlSo 
[0 0 4 9] 

c i ] it^mum 

) lc P H£iraL&#e>, IS^II (M^0.01-1.0%)©&3l^fc£:;lk£, * 

vStt^ilf b&V^hfcflifg-rSo d?bT, ^fth^f £>*l£ = Z1<Z) 

^©^SttCfcJgbTV^. bfrb. h^r2/>?S'l4^!lib3&VNj;e»^3a^'M 

[0 0 5 0] 

[2] 

H (Mx.tfpH8-ii) h^^>^'[4^iiS^t)4x-5pHlcMb^^e>, 
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[0 0 5 1 ] 

wmm* ±m. -tsk skwi^?^*^, 1972^ 0 

cAMPCD^H 

cbo»iiis©#* 

adp-u tft/Mtmrnm®. 

CBOjfflllS©#* 

cho«iiijs©#* 
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adp- y # is ;Mb#iB$Stt 
ADP- y 3K5//Mt#*i£tt 

ADP-y 3KS/Mb**«5tt 

n y >x^^^-iflfi«^tt 



10 — 3002 1' 



[0 0 5 2] 

U5h**s^ <DB&m& £ ADP- V # >n/ft»HI?g ttT?JM^ L fc*§JftT?HRtt Id if 

\SK. Komase et al., Vaccine 16, 248-254, 1998) „ £ fc. *jBif§^li& h 3f 2/ 
>©N*S8*» 6> 7 #B & U b3MB#&*3^#-ett< ADP-U 

*ah^^>m^^f[JMt-€>^m^M^ (ELISA) fc % h*5/>*Stt©fB*fc 

bttfflt'feS. ^TtUC-tfJ:, jra£bT^<z> ^^><z)^^££im^c J £l&•r 
[0 0 5 3] 



11-308 
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&$c±mt,8t&*mmir& : *i*n-5 t^^m^. ££^n*s#. few 
aire**. 

[0 0 5 4] 

[0 0 5 5] 
[0 0 5 6] 

h if i» 7 i/' a A > h ti^lfii h > BV7=L-y b £.<Df&&&mK.l3^ 
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[0 0 5 7] 

mmizmgftzvj mm> mm. ^<Dm<DWi^.mizm^mm<Dv 

BMJJFifc ? ? ^ a#y*^>, $cbA,t7?^>, Jal^!7^'f 
rsa) t7^f>, y\v ziav & - • if n y yp^y. ffliMi (ehec 

?*y. wmmy??-y. mmffiyp^y&Tfmmmt&yz^y 
(D^m^mmzmfbteyz^yzi^ti. 

^ [0 0 5 8] 

*>> SS*ft£ ^^b>^^^>. Z3>jK-*> 

r5< y ^>&££^fro DN A &Cg^5< ? *^><Z)*lCte, ^*$K&£© 
[0 0 5 9] 
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&&w*mte*mtt^it¥&m^&^Tmt~ifriki$mMm (ha> , y >f ^ - 

-if (NA) , ^Mfi® (NP) , Th'J'^Xiai (M) &SVxl«<Z)-gP&£ 
^<fr«JM£IIMDNA V>7?-> 0 

aie-fift^ft^^Jc.fcoT^feWB-fr^s^iR (pt) , m^mmmm (fha 
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